Inhibition mechanism of known sirtuin  inhibitors:
Currently, inhibition mechanism is studied mainly through crystallographic approach and/or kinetic method. The following summarize inhibitors based on their inhibition mechanisms.
1) Inhibition by competing with (displacing) NAD+:
[image: ]Carbamido-NAD works this way. [1] And Carbo-NAD is found to co-crystalize with peptide substrate and SIRT3 (4FVT).









[image: ]Kinase inhibitors generally act through blockage of the adenosine binding region of ATP binding sites by chemically mimicking adenosine or adenine. For example, this molecule (below) is found to be competitive with NAD+. [2] 









Inhibitors in this mode can place acetylate peptide in its binding site to harvest the stabilization due to its binding, and/or its interaction with inhibitor.
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2) Inhibition by competing with (displacing) acetylated peptide substrate:
[image: ]Cambinol is competitive with acetylated peptide but not NAD+. [3]












Thioacetyllysine peptides also belong to the same category. [4]
ELT inhibitors [5] (left below) bound to C pocket and peptide binding pocket as found in the crystal structures (4JSR, 4JT8, 4JT9). It is not known if it competes with NAD+ or not.
And anilinobezamide (right below) is found to be competitive with peptide substrate as well [6].
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